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EXAMINER'S AMENDMENT 

An examiner's amendment to the record appears below. Should the changes 
and/or additions be unacceptable to applicant, an amendment may be filed as provided 
by 37 CFR 1 .312. To ensure consideration of such an amendment, it MUST be 
submitted no later than the payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview 
with Jeffrey Ihnen on or about 3-22-04. 

The application has been amended as follows: 

Claim 1 (currently rewritten): A method of administering a bioactive agent to cells of a 
targeted tissue site of a subject which comprises administering to said subject a bioactive agent 
as a bioconjugate, said bioconjugate comprises the bioactive agent and an organocobalt 
complex wherein the bioactive agent is covalently conjugated to the cobalt atom of the 
organocobalt complex through a non-reactive atom in the bioactive agent molecule, and which 
cells of a targeted tissue comprise receptors for the organocobalt complex that mediate 
endocytotic activity 

Claim 2 (currently rewritten): The method of claim 1, wherein the receptors of said cells 
of said targeted tissue site bind cobalamin. 

Claim 3 (currently rewritten): The method of claim 1 , wherein said cells of said targeted 
tissue site bind a targeting molecule of the organocobalt complex portion of said bioconjugate. 
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EXAMINER'S REASONS FOR ALLOWANCE 

The following is an examiner's statement of reasons for allowance: The claimed 
invention is free of the prior art of record because the prior art of record does not teach 
or fairly suggest a method of administering to target tissues a bioconjugate of a 
bioactive agent and an organocobalt complex wherein the bioactive agent is covalently 
conjugated to the cobalt atom through a non-reactive atom in the bioactive agent 
molecule, and which bioactive agents include peptides, proteins, nucleic acids and 
analogues thereof, and which target tissues and cells comprise organocobalt receptors 
that mediate endocytotic activity and cellular uptake of the organocobalt complex. 

Any comments considered necessary by applicant must be submitted no later 
than the payment of the issue fee and, to avoid processing delays, should preferably 
accompany the issue fee. Such submissions should be clearly labeled "Comments on 
Statement of Reasons for Allowance." 

EXAMINER'S COMMENTS 

Adequate representatives of bioactive agents, and non-reactive atoms therein, 
have been provided in the instant disclosure, including on pages 7-12, 52 and 64 of the 
specification. Adequate representatives of organocobalt complexes, including covalent 
attachment of bioactive molecules to the cobalt atom, have been provided throughout 
the instant specification, including on pages 12-14 and 35-38. The instant invention is 
enabled for administration to target tissues and cells comprising organocobalt receptors 
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because the instant disclosure and the prior art teach the adnninistration of organocobalt 
compounds comprising vitamin B12 and cobalamin related compounds, including 
cyano-, hydroxo-, methyl- and adenosylcobalamin, to cells expressing the organocobalt 
receptors, and which target cells include rapidly proliferating cells (e.g. various 
neoplastic cells and tumors), bacteria, kidney and liver cells. The uptake of cobalamin 
related compounds has been manipulated in organisms using nitrous oxide and other 
pharmacologic agents including vitamin B12 and cobalamin compounds. Administration 
to target cells in an organism has been taught using intraperitoneal, intramuscular, 
intravenous and oral administration. 

Conclusion 

Certain papers related to this application may be submitted to Art Unit 1635 by 
facsimile transmission. The faxing of such papers must conform with the notices 
published in the Official Gazette, 1 156 OG 61 (November 16, 1993) and 1 157 OG 94 
(December 28, 1 993) (see 37 C.F.R. 1 .6(d)). The official fax telephone number for 
the Group is 703-872-9306. NOTE: If Applicant does submit a paper by fax, the original 
signed copy should be retained by applicant or applicant's representative. NO 
DUPLICATE COPIES SHOULD BE SUBMITTED so as to avoid the processing of 
duplicate papers in the Office. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jane Zara whose telephone number is (571) 272-0765. 
If attempts to reach the examiner by telephone are unsuccessful, the examiner's 



Application/Control Number: 09/982,940 



Page 5 



Art Unit: 1635 

supervisor, John LeGuyader, can be reached on (571) 272-0760. Any inquiry regarding 
this application should be directed to the patent analyst, Katrina Turner, whose 
telephone number is (571) 272-0564. Any inquiry of a general nature or relating to the 
status of this application should be directed to the Group receptionist whose telephone 
number is (703) 308-0196. 




JZ 

3-13-04 



